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What is claimed is: 



9^ 



1 . 



An isolated Ihuman ABCl promoter capable of directing 
transcription \of a heterologous coding sequence positioned 
downstream thetefrom, wherein the promoter is selected from 
the group consisting of: 



O 
m 



10 



Ca) 



(b: 



a promotei: comprising 
in SEQ ID iNO : 1 ; 



the nucleotide sequence shown 



nucleotide sequence 



a promotfer comprising a 
functionally equivalent to the nucleotide sequence 
shown in SEQ ID NO: 1; and 



m 

o 



15 



20 2. 



(c) a promote 
hybridizes 
promoter o 



comprising a nucleotide sequence that 
to a sequence complementary to the 
E (a) or (b) in a Southern hybridization 



reaction performed under stringent conditions. 

The promoter of claim 1, wherein the promoter comprises the 
nucleotide sequence shown in SEQ ID NO : 1. 



3 . 



25 



The promoter of claim 1, wherein the promoter comprises a 
nucleotide sequence that is at least 87% homologous to SEQ 
ID NO : 1 . 



30 



The promoter of claim 3, wherein the promoter comprises a 
nucleotide sequence that is at least 95% homologous to SEQ 



ID NO: 1 



A recombinant expression construct effective in directing 
the transcription of a selected coding sequence which 
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10 



comprises 



(a) a human ABCl promoter nucleotide sequence according 
to claim 1; and 

(b) a coding sequence operably linked to the promoter, 
whereby the coding sequence can be transcribed and 
translated in a host cell, and the promoter is 
heterologous to the coding sequence. 



The recombinant expression construct of claim 5, wherein 
the coding sequence encodes a transporter polypeptide. 



15 



7 . 



The recombinant expression construct of claim 6, wherein 
the transported polypeptide is ABCAl transmembrane 
transporter protein. 



20 



The recombi 
comprising a 
protein cap 



lant expression construct of claim 6, further 
nucleic acid segment encoding a transact ivator 
ble of upregulating the ABCl promoter. 



25 



The recombinant expression construct of claim 8, wherein 
the transactivator protein is the Liver-X-Receptor , the 
Retinoid-X-Receptor, or a heterodimer of the Liver-X- 
Receptor and the Ret inoid-X-Receptor . 



10 . 



30 11. 



A host yfcell comprising the recombinant expression construct 
of cl^im 5 . 



The host cei: 
transformed 



of ^laim^^oy wherein the host cell is stably 
^ith the recombinant expression construct of 
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14 . 
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15 . 
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16 . 
20 

25 18. 
19 . 

30 



The host cell of claim 10, wherein the host cell is a 
macrophage - 

The host cell of claim 10, wherein the host cell is an 
immortalized cell. 



The host cell of claim 10, wherein the cell is selected 
from the group consisting of RAW oells, African green 
monkey CV-1 cells and human 2 93 cells. 



A method for expressing foreign DNA in a host cell 
comprising: introducing into the host cell a gene transfer 
vector coinprising an ABC2 promoter according to claim 1 
operably llinked to a foreign DNA encoding a desired 
polypeptide or RNA, wherein said foreign DNA is expressed. 



The meyhod of claim 15, wherein the promoter nucleotide 
sequelae is identical to the sequence represented by SEQ 
ID no/ 1 . 



The method of /felaim 15, wherein the promoter nucleotide 
sequence is a/nuc?3J^t ide sequence functionally equivalent 
to the ABCl /romotJe^ sequence represented in SEQ ID NO : 1. 



The method of claim 15, wherein the gene transfer vector 
encodes and expresses a reporter molecule. 



The method of claim 18, wherein the reporter molecule is 
selected from the group consisting of beta-galactosidase , 
beta-glucuronidase , luciferase, chloramphenicol 

acetyltransf erase, neomycin phosphotransferase, and guanine 
xanthine phosphoribosyltransf erase . 
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L . 



The method o\ claim 15, wherein the introducing is carried 
out by a mians selected from the group consisting of 
adenovirus ii^fection, liposome-mediated transfer, topical 
application do the cell, and microinjection. 

The method of claim 15, further comprising introducing into 
the cell a gene transfer vector comprising a nucleic acid 
segment encoding a transactivator protein capable of 
upregulating the ABCl promoter. 

2 The method of claim 21, wherein the transactivator protein 
is the Liver-X-Receptor, the Retinoid-X-Receptor , or a 
heterodimer of the Liver-X-Receptor and the Retinoid-X- 

Receptor . 

,3 The method of claim 15, further comprising contacting the 
' ■ cell with a transactivator protein capable of upregulating 

the ABCl promoter. 



24 



The method of claim 23, wherein the transactivator protein 
is the Liver-X-Receptor, the Retinoid-X-Receptor, or a 
heterodimer of the Liver-X-Receptor and the Retinoid-X- 



25 . 



Receptor - 



The method of claim 24, further comprising contacting the 
cell with an agonist of the Liver-X-Receptor, of the 
Retinoid-X-Receptor, or of a heterodimer of the Liver-X- 
Receptor and the Retinoid-X-Receptor. 



thod of determlLning whether a chemical not previously 



A me' 
known to 



modulator 



of the human ABCl gene 
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transcriptionally Modulates the expression of the human 
ABCl gene which comprises: 

(a) contacting a sanple which contains a predefined number 
of identical euc<.ryotic cells with a predetermined 
concentration of the chemical to be tested, each cell 
comprising a DNA cojnstruct consisting essentially of xn 5' 
to 3* order, 

(i) a modulatable transcriptional regulatory sequence 
of the ABCl gene. 



(ii) the ABCl 



conditions wh 
as a transc: 
causes a— ^de1 



(b) quantitative 
produced in (a) ; 



(c) comparing the 



of any chemical b 
produced and dete 



promoter of claim 1, and 



(iii) a reporter gene which expresses a polypeptide 
that produce, a detectable signal, coupled to, and 
under the control of, the ABCl promoter, under 
erein the chemical if capable of acting 
iptional modulator of the ABCl gene, 
causes ^^^.ectable signal to be produced by the 
polypeptWe .expressed by the reporter gene; 



determining the amount of the signal 
and 



ly 



amount of signal determined in (b) with 



the amount of sig.al produced and detected in the absence 



Bing tested or with the amount of signal 
cted upon contacting the sample in (a) 
with" other chemicLls, thereby identifing the test chemical 
as a chemical which causes a change in the amount of 
detectable signal produced by the polypeptide expressed by 
the reporter gene 



chemical speci 
expression of the 



and determining whether the test 
fically transcriptionally modulates 
human ABCl gene. 
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The method of 
transact ivator 
promoter . 

The method of < 
is the Liver-] 
heterodimer o 
Receptor . 



claim 26. wherein each cell expresses a 
protein capable of upregulating the ABCl 



laim 27 , wherein the transactivator protein 
X-Receptor, the Retinoid-X-Receptor , or a 
the Liver-X-Receptor and the Retinoid-X- 



The method of 
cells with a t 
the ABCl promo 



claim 26, further comprising contacting the 
ransactivator protein capable of upregulating 



ter . 



The method of claim 29, wherein the transactivator protexn 
is the Liver X-Recept or, the Retinoid-X-Receptor, or a 
heterodimer o^ the Liver-X-Receptor and the Retinoid-X 
Receptor . 



the sample comprises 




The method of claim 26, wherein 
identical cells in monolayers. 



The method of claim 26, wherein the sample comprises 
identical celJs in suspension. 



The method ot claim 26, whe 
comprise humai, animal, or plant cells. 



rein the identical cells 



f4 The method of claim 26, wherein the predefined number of 
identical cells is from about 1 to about 5X10^ cells. 



26, wherein the predetermined 



The method tf claim 

concentration lis from about 1 . 0 pM to about 20 ^xM. 



m. 



-44- 



The method of claim 26, wherein the predetermined 
concentration is Ifrom about 10 nM to about 500 |j.M. 



The method of claim 26, wherein the contacting is effected 
from about 1 hour to about 24 hours. 



The method of claim 26, wherein the contacting is effected 
with more than one predetermined concentration of the 
molecule to be tested. 



The met 
transcripti 




of I claim 26, wherein the modulatable 
1 ijegulatory sequence comprises a cloned 



genomic regulatory sequence 



The method of claijm 26, wherein the DNA construct consists 
essentially of mote than one modulatable transcriptional 
regulatory sequencre. 



The method of cleim 26, wherein the reporter gene is 
inserted downstream of the ABCl promoter by homologous 
recombination . 



The method of claim 26, wherein the reporter gene encodes 
a luciferase, chloramphenicol acetyltransf erase , beta- 
glucuronidase, t be t a - g a 1 a c t o s ida s e , neomycin 
phosphotransfery4se, or guanine xanthine 

phosphoribosyltransf erase . 



m 
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The method of cOlaim 26, wherein the reporter gene is the 
ABCl gene. 



A method of tre 
comprises admini 
effective amount 
claim 26 to modu 



ting atherosclerosis in a subject which 
stering to the subject a therapeutically 
of a chemical selected by the method of 
late expression of the human ABCl gene. 



A method of simultaneously screening a plurality of test 



chemicals to det 
of tr^rfsiriptiqn 
comprisys yfeimul 
against each of 
method of claim 



ermine whether the chemicals are capable 
ally modulating the ABCl gene which 
aneously screening the test chemicals 
the genes of interest according to the 
6. 



A transgenic non 
contain the promdt 
or an ancestor t 



The transgenic 
mamma 1 i s a mous 



A compound which 
gene, which has b|e 



human mammal whose germ or somatic cells 
er of claim 1 introduced into the mammal, 
ereof, at an embryonic stage. 



non-human mammal of claim 46, wherein the 



modulates expression of the human ABCl 
en identified by the method of claim 26. 



An isolated humar ABCl gene comprising six exons and a 
promoter, wherein the promoter is selected from the group 
consisting of: 

(a) a promoter comprising the nucleotide sequence shown 
in SEQ ID NO ; 1 ; 
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a promoier comprising a nucleotide sequence 
f unctionaJLly equivalent to the nucleotide sequence 
shown in BEQ ID NO: 1; and 



ze s 



a promo t 
hybridi 
promoter 
reaction 



r comprising a nucleotide sequence that 
to a sequence complementary to the 
of (a) or (b) in a Southern hybridization 
performed under stringent conditions. 



